Message

From: Cogliano, Vincent [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=51F2736376AC4D32BAD2FE7CFEF2886B-COGLIANO, VINCENT]

Sent: 10/16/2015 3:08:11 PM

To: Perovich, Gina [fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=6e3c19d7f4db41bfa2477aa27ad83945-Perovich, Ginal; lones, Samantha
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20c4667b8c534c90c15a830-Jones, Samanthal

Subject: Fwd: News Update: EPA Appears To Broaden Scope Of NAS' Low-Dose Tox Testing Committee (inside EPA

This is the committee that asked for our Handbook. | see an opportunity for a public release soon after Nov 17, with Tom
Burke as an ally, compressing the time for earlier reviews.

Begin forwarded message:

From: "Shams, Dahnish" <Shams.Dahnish@epa.gow
Date: October 16, 2015 at 08:59:09 EDT
To: "Alcala, Cecilia” <Alcala.Cacilia@epa.gov>, "Alexander, Laurie" <Alsxander. Lauriefispa.gov>, "Avery, James"
<Avery lames@epa.pov>, "Bateson, Thomas" <Bateson. Thomas@ena.gov>, "Berner, Ted" <Berner. Tedfiepa. gov>,
"Birchfield, Norman" <Birchiield Norman®epa.gov>, "Blessinger, Todd" <bEe singertodd@®@eps.zov>, "Boone-Edwards,
Amanda" <Boone-Edwards. Amandai@ena.gov>, "Brinkerhoff, Chris” <Brinkerhoif Chris@epa.gov>, "Buckley, Barbara"
<Buckiey.Barbara®@epa.gov>, "Bussard, David" <E§u sard, David@epa.gov>, "Cai, Christine" <Cal Christinefena.gov>,
“"Carmichael, Brenda" <Carmi ahgjé&%r&-ndc‘m aoa.zov>, "Choudhury, Harlal” <choudhury. harlal@epa.gov>, "Cogliano,
Vincent" <cogliano. vincent@spa.gov>, "Corona, Elizabeth” <Corona. Elizabeth@spa.gov>, "Cubbison, Christopher"
<gubbisonchris@epa.goy>, "CURTIS, LUCY“ <Curtis.Lucy@ena.zov>, "D'Amico, Louis" <DAmico. Louisi@ena.zov>,
"Deener, Kathleen" <Qeener.Kothisen®epa.gov>, "Euling, Susan” <Euling. Susani@epa.gov>, "Evans, Amanda"
<Evans Amandad @epa gov>, "Field, Malcolm” <Figld Malcolm@epa.gov>, "Flowers, Lynn" <Flowers. Lynn@epa.gov>,
"Frithsen, Jeff" <Frithsen.Jeff@epa.goy>, "Fritz, Jason” <Fritz. lason@epa.zov>, "Galizia, Audrey"
<Galizia, Audrey@epa.gov>, "Gamble, Janet” <Gamble Janst@ena.cov>, “Gatchett Annette"
<Gatchelt. Annette@ena.gov>, "Gibbons, Catherine" <Gibhons.Catherine@ena.sov>, "Glenn, Barbara”
<Glenn Barbara@®@epa.gov>, "Grambsch, Anne" <Grambsch Anne®@eng.gov>, "Gwinn, Maureen”
<gwinnunauresn@ena.gov>, "Hawkins, Belinda" <Hawkins. Belinda@epa zov>, "Hogan, Karen”
<Hogan.Karenfiepa.gov>, "Hotchkiss, Andrew" <Hotchkiss.Andrew@epa.gov>, "Jarabek, Annie"
Jarabel Annief@epa.gov>, "linot, Jennifer” <JinotJennifer@epa.pov>, "Johnson, Maureen”
<lphnsonMaureen®@epa.gov>, "Jones, Samantha” <lones.Samantha@ena.gov>, "Kadry, Abdel-Razak"”
<kadryv.Abdel@epa.gov> "Keshava Nagalakshmi" <¥eshava Magu@epa.gov>, "Kopylev, Leonid"
<Kopviev.leonid@epa.sov>, "Kraft, Andrew” <Kraft. Andrew@epa.gov>, "Lee, Janice" <Leg JaniceS#Eepa.gov>, "Lin, Yu-
Sheng" <Lin.¥Yu-Sheng@sepa.goy>, "Long, Tom" <Long. Tomi@epa.cov>, "Luke, April" <Luke. April@epa.gov>, "Makris,
Susan" <Makris.Susan@epa.gov>, "Murphy, Patricia” <Murphy Patricis@ens.gov>, "Nath, Raghu"
<Math.Raghuf@epa.gov>, "Newhouse, Kathleen" <Mewhouse Kathleen@epa.pov>, "Olden, Kenneth"
<Oiden Kenneth@enagov>, "Owens, Beth" <Qwens Beth@ena.gov>, "Pardo, Larlssa" <Pardo.larissai@ena.gov>,
"Perovich, Gina" <Ferovich.Gina®ena.gov>, "Persad, Amanda" <Persad. Amanda@epa.gov>, "Petersen, Dan”
<Petersen.Dan@epa.gov>, "Pratt, Margaret <pratt.marzaret@ena.gov>, "Preuss, Peter” <Freuss. Peter@epa.gov>,
"Reid, Jon" <Reid joni@ena.goy>, "Rieth, Susan" <Risth Susan@ena.gov>, "Ross, Christine” <Bgss.Christine @epa.sov>,
"Ross, Mary" <fgss. Maryi@epa.gov>, "Rutigliano, Marian" <Rutigliano Marian@epa.gov>, "Salazar, Matt"
<Salazar Matt@epa.sov>, "Sams, Reeder" <Samms.Resder@epa.zoy>, "Samuels, Crystal” <Samuels Crystal@ena o,
"Sanchez, Yolanda" <Sanchez ¥olanda@epagov>, "Sasso, Alan” <Sasso. Alan@spa.goy>, "Schappelle, Seema”
<Schappelie.Seemai@epa.gov>, "Schlosser, Paul” <Schiosser.Paul@ena gov>, "Segal, Deborah"
<Segal.Deborah@epaagov>, "Shams, Dahnish” <Shams, Dahnish@epa.pov>, "Shaw, Denice” <Shaw. Denice@epa,pov>,
"Slimak, Michael” <Slimak. Michael@epa.gov>, "Sonawane, Bob" <Sgnawane Bobiepa.gov>, "Spassova, Maria"
<Spossova Maria@epa.gov>, "Suter, Glenn" <suler.glenn@ena.sov>, "Taylor, Debralynn"
<Tayvior.Debralynn®epa.zov>, "Troyer, Michael" <Trover. Michasel@epa.gov>, "Vandenberg, John"
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<Yandenberg lohn@epa.gov>, "Vinikoor-imler, Lisa" <Vinikoor-imler. Lisa@epa.gov>, "Vulimiri, Suryanarayana”
<Yulimiri Sury@epa.sov>, "Walker, Teneille" <¥alker Tensille@epa.gov>, "Walsh, Debra” <Walsh.Debra@epa.gov>,
"Weaver, Andre" <Weaver James@epa.goy>, "White, Paul" <White. Paul@epa.gov>, "Woodall, George"

7 F-

............ R erecee et

Min@epa.gov>, "Zwayer, Bette" <zwaver.bette@epa.gow>

Subject: News Update: EPA Appears To Broaden Scope Of NAS' Low-Dose Tox Testing Committee {Inside EPA

DAILY NEWS

Posted: October 15, 2015
EPA Science Advisor Thomas Burke appears to be asking a National Academy of Sciences (NAS) panel charged with studying whether

the agency’'s chemical toxicity testing approach sufficiently addresses potential risk to humans and wildlife from exposures to low doses
of endocrine active chemicals to consider issues beyond its original charge.

“| know that much of the thought for this committee and some of the words in the statement of task are really focused toward endocrine-
mediated effects. But are the effects that we see in endocrine-mediated effects, are they relevant, are the approaches, is the science
relevant to other kinds of endpoints?” Burke said Oct. 13 at the NAS panel's first meeting. “For example, one of our biggest challenges
is neurodevelopment and neurological effects.”

In addition to asking the committee to think beyond the endocrine effects that are a focus of the committee and its charge questions
from the agency, Burke also encouraged the committee members to think beyond the mere data and consider its use in regulatory and
public health decisionmaking at EPA.

One committee member, Weishueh Chiu, a toxicology professor at Texas A&M University and a former EPA risk assessor, asked
Burke, “It's not the narrow question of 'Is this test adequate?' it's more the larger question . . . also the use of the data?”

“That's the hope,” Burke replied.

Burke and EPA colleagues met with the committee EPA is sponsoring to consider whether the agency needs to change its regulatory
testing and risk assessment approaches in response to concerns that the status quo misses important health risks that occur from
routine, low exposures that are regularly encountered in the environment. The committee follows an earlier NAS panel that reviewed an
EPA white paper on a similar topic, non-monotonic dose-response curves.

The 2014 NAS committee urged EPA to redo its draft paper that found that the agency's current test methods are adequate to account
for the unusual non-monotonic dose-responses of some chemicals, finding that EPA's scientific review practices were too shoddy for
the agency to be able to justify its conclusions. NAS’ critical review was EPA's impetus to ¢create this new commitise.

“| realize there's some history before us with the agency and nonmonotonic work and . . . the academy's review of that,” Burke said.
“Hopefully now we're moving forward and getting a better handle on the science and particularly asking the right questions.”

Data Types

Burke and colleagues acknowledged that there can be differing results from different types of data, and that sometimes effects are seen
in human epidemiology data that are not seen in animal toxicology data, but the animal data are more often used as the basis for EPA
decision-making because it is easier to use in regulatory risk assessment and decision-making. Such circumstances seem to further
advance questions about low-dose effects and their adversity.

The Endocrine Society and other critics have charged that toxicology tests upon which EPA and other agencies base their assessments
of some chemicals' human health risks could be missing effects that are not occurring at the relatively high doses traditionally used in
regulatory toxicology testing. They are increasingly concerned that nonmonotonic chemicals that can disrupt the hormone, or
endocrine, system may be less predictable by existing testing methods because their dose-response curves can change direction and
may not follow the predictable upward slope seen in many chemicals' dose-response curves.
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Current EPA test methods do not account for such outcomes and could incorrectly predict chemicals' risks, they say. Several of the
society's members also faulted the agency's draft white paper for misrepresenting key studies the researchers conducted, leading to
flawed conclusions in the draft white paper.

Burke challenged the NAS committee, saying that members have “an opportunity to transform the way we think about chemical safety
science. It's an enormous opportunity, really, to present the information in a new way.”

Burke further broadened his expectations for the committee by raising questions about the traditional design of regulatory risk
assessments, and suggesting the committee consider aspects that remain thorny for risk assessors, such as the validity of a safe
threshold for evaluating doses, dose levels in regulatory testing, the complexity of cumulative exposures along with the population's
makeup.

‘Right Endpoints’

“It's been pointed out in much of the literature that maybe we're not looking at the right endpoints. Let's face it, an awful lot of regulatory
science has been dominated by a small number of endpoints. Some would say that carcinogenicity really held sway in the regulatory
arena for almost three decades . . .” Burke said.

“This also challenges us to look at the study design limitations for evaluating doses that are in the range of human exposure. | think it
also challenges us to think about threshold. Are we going to continue to think about the toxicity data from high exposure studies in
terms of bench mark dose dose and the assumptions of threshold and how do we factor into that the low dose, multiple exposure issue
and population variability and susceptibility,” he added.

Burke also encouraged committee members to consider the question of cumulative exposures, saying that he hoped this issue would
be on committee members’ radar as they select the two chemicals for case studies that will address how best to perform a systematic
review of evidence. Systematic review is a method for collecting and evaluating scientific literature, intended to answer specific
questions in a transparent and methodical way that has gained traction at EPA and more broadly in the environmental health world in
recent years.

The charge asks the committee to perform two such reviews of two chemicals, applying the agency's questions about low dose effects
to the data for these example chemicals. The committee is also tasked with conducting a public workshop on relevant topics, expected
to take place in 2016

Committee Charge
Committee members peppered Burke and his EPA colleagues David Dix, director of the agency toxics office’s policy shop, and Tina
Bahadori, director of the research office’'s chemical safety research program, with questions about the charge.

Ruthann Rudel, director of research at the Silent Spring Institute, pressed them to provide suggestions of chemicals that EPA would like
to see the committee to perform the systematic reviews of. Burke indicated that the trio would do so.

Another committee member, Sheela Sathyanarayana, an associate professor of pediatrics at the University of Washington's medical
school, questioned the EPA representatives about their definition of adverse effects -- an important issue to the broader debate over
endocrine-mediated effects.

Endocrinologists have been reluctant in their definitions of effects to define adversity, arguing that some effects, particularly at early or
otherwise susceptible developmental stages, may not show evidence of adversity until later in life. But toxicologists have pushed for
specificity in the definition, as these determinations are necessary to toxicology testing practices.

EPA, in its draft white paper, concluded that there is sufficient evidence to acknowledge that nonmonotonic dose responses exist, and
effects caused by these chemicals exist, but that does not require altering the existing regulatory toxicity testing regime because many
of the resulting effects were adaptive rather than adverse, Bahadori said.

‘Adaptive’ Effects

Bahadori reminded the committee members of EPA’s conclusion in the draft white paper that “very senior toxicologists evaluated this
issue . . . and opined that the majority of those effects are not adverse at low dose, they're adaptive,” adding that “those are the words
that we have to work with.”
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Chiu, however, noted that this was an issue raised in the NAS review of the white paper, which, he said, indicated that EPA’s review left
out context. “There are comments about issues with the definition of adverse and lacking context and that effects may not be adverse in
one person are in another person, depending on lifestage, susceptibility, etc.,” Chiu said. “That was raised in the [NAS] review.”

Burke acknowledged that the adverse effect definition remains an issue that the committee will grapple with.

Committee chairman David Dorman, a toxicology professor at North Carolina State University, asked EPA representatives where they
see the weaknesses in their current strategies - places that that the committee could provide assistance with.

Dix replied that while the agency has robust methods for incorporating animal toxicity data into risk assessment, staff are at the early
stages with alternative toxicity data and also at the very early stages of incorporating human epidemiology data. — Maria
Hegstad (mhegstad@iwpnews.com)

Student Services Contractor

Science Communications Team

National Center for Environmental Assessment
(Office of Research and Development, U.S, EPA
(e {703) 347-0187
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